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income countries.

Method s Consenting patients were sequentlally assigned to oneofsix
standardized treatment regimens. Subsequent cohorts were treated
with regimens adapted according to results in prior cohorts. The study
was dedgned to minimize fallure and default while reducing total
treatment duration without increasing relapse frequency.
Measurements and Main Resofts: We report the treatment outcome of
all patients with laboratory-confirmed, multidnug resstant wbercu
losls enrolled from May 1997 to December 2007 The mast eff ective
treatment regimen required a minimum of 9 months of treatment
with gatiflocadn, dofadmine, ethambutol, and pyraznamide
throughout the treatment period supplemented by prothionamide,
kanamycin, and high-dose konlazid during an intensve phase of
a minimum of 4 months giving a relapse-free cure of 87.9% (95%
confidence interval, 82.7-91.6) among 206 patlents. Major adverse
drug reactions were infrequent and manageable. Compared with the
221 patients treated with regimens based on oflaxadn and commonly
prothionamide throughout, the hazard ratio of any adverse outcome
was 0.39 (95% confldence Interval, 0.26-0.59).

Conclusions: Serial regimen formulation guided by overal treatment
effectiveness resulted in treatment cutcomes comparable to those
obtained with firstline treatment Confirmatory formal trials in
populations with high levels of human immunodefidency virus
coinfection and In populations with a higher inftid prevalence of
resistance to second-line drugs are required.
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g it t!r'_ sEtant (resistant to soniazd

and rifampin), the current global guidelines for its man-
agement are based on expert opinion, recommending
lengthy, poorly tolerated, and expensive treatment options.
As aresult, implementation has been difficult, and results
have remained modest.

What This Study Adds to the Field

This observationa] study shows that a short, standardzed
treatment regimen based on & fourth-gene ration fluoroqui-
nolone combined with other sccond-line drugs and supple-
mented by potentially still active first-line drugs was highly
effective in a setting among largely HIV-negative patients
without & history of prior treatment with second-line drugs.

cases (4-7). This paradox may be due to the practical challenges
in implementing the current guidelines and the less than op-

nften poorly tolerated, and difficult to monitor

Standardized trestment regimens with first-line drugs are
successful in drug-susceptible tuberculosis and
ous in isoniazid-only resistant tuberculosis (9). Treat-
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Setting- Karakalpakstargiasx

A Population 1.7 million
A Current TB prevalence 100.3/100, 000
A Current National MDR prevalence

_ Uzbekistart Karakalpakstad

New diagnosis 23%
Retreatment cases 62%

A Currentsuccessrate in K .. e

| Karakalpakstan

I MDR (all case£)57% f\bﬁx ,,,,, -
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1 EuroSurveill 2013;18(42pii=20609
2 MoH Karakalpakstan




Main Study objective

A To describe outcomes and of treatment,
relapse rate afl yearand safetyfollowing
treatment completion of a short course {91
months) MDR TBeatmentwithout 2"dline drug
exposure or documented resistan@ém/Kmor
Ofl) in patients under programmatic conditions ir
the KarakalpakstanUzbekistan.




Trial Summary

Study designProspective singlarm cohort study
Sample sizel47 MDR TB adults and children
Study sitesKegeilyShumanayayonsand NukusCity
Recruitment start date1st September, 2013

Ethics approvalBoth OCA and MOH Uzbekistan ERB with
Independent Drug Safety Monitoring Board appointed



Recruitment Status (December 2014)

Target
N=147

I
Screened
N= 299
Excluded
N =180
Enrolled
N=119

|
1 1 1
Withdrawal from
study
N=14

Loss to follow

Active on study
N=90

Active on
== treatment
N=66

up (Default)
N=10

Non MDRTB with S
Drug resistance
(XDR/preXDR)

N=11

Treatment completed with

successful outcome
N =24

Non-MDR
(DS/PDR)
N=3




Demographics S ————

Total enrolled

Male
Dayl ambulatory care

Age (median, IQR
<15
>65

HIVpositive
CaV|ty present
Dlabetlc

Registration group

New cases

Previously treated with first line drugs
Previously treated with second line drug
Unknown

60
106

28(24:42)

2
5

BMI (median, IQR) 19.9(18; 21.5)

0

60/116

/8
35
1
2

51.7
91.4

1.7
4.3

40.5
4.3

51.7

67.2
30.1



No. of

atients :
P, |Reason for exclusion

History of use for > 1 month any second line drug
Lack of consent
Diagnosedut lost

Ofloxacin resistance by Hain MTBDR sl or MGIT (incl. XDR)

Known both Kanamycin and Capreomycin resistance by conventione
before inclusion

=

=

Extrapulmonaryi B

Critical clinical condition

Not willing to live in Kegeily, Shumanay rayons or Nukus city
Died before SCR started

Contact with drugesistant or failing patient

Other




Withdrawn cases (after receiving
treatment)

A Drug sensitive
I 1 DS case
I 2 PDR cases

A Drug resistant
I 7 Cm/Km resistant MDR
I 1 Oflresistant MDR
I 3 XDR



Smear conversion

An=61
A Smear negative n = 26 (not included)
A Smear positive n= 35

30
25
20
15
10

5

0

0

2
I

1 2 3 X n
® Month of conversion

Not conv.



Culture conversion

A Culture negative n = 5 (not included)

30
30 Culture conversion
25 by month 2 = 73.2%
20 (95% CI 61.6; 84.8)

B Month of conversion



Outcomes to date

A 66 Still on treatment
I 35 on Intensive phase
I 31 on Continuation phase
A 24 successful outcomes
I 20 cured
I 4 completed
A 2 deaths
I 1 unrelated; 1 cause of death unknown
A 3 failures
I 2 bacteriological failures
I 1 failure due to ECG changes

A 10 lostto-follow up (defaulters)




Outcomes
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